We thank Tskhovrebova et al.
(1) for allowing us to clarify the conclusions that we drew from our studies. In this work, we genetically targeted a stretch of 14Ig/FnIII domains that comprises the IA junction and revealed that deleting the IA junction moves the attachment point of titin's spring region away from the Z-disk, increasing the strain on titin's molecular spring elements (2). Functional studies showed that this causes diastolic dysfunction and other symptoms of heart failure with preserved ejection fraction (HFpEF), supporting titin's important roles in diastolic function and disease of the heart. However, using both electron and optical microscopy, we convincingly showed that deleting the IA junction does not affect thick filament length, indicating that the mechanism that underlies thick filament length control is elsewhere. Hence, we stand by our conclusion that our findings disprove that the IA junction of titin is crucial for thick filament length control. We do agree that our work does not exclude that other regions within the A-band region of titin might play an important role in thick filament length control (3, 4) and state in our summary that "Deleting the IA junction does not affect thick filament length, indicating that the mechanism that underlies thick filament length control is elsewhere."
